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73 . (New) An interferon p polypeptide variant exhibiting an interferon P activity, 
cmrrpn&in^ a variant Kuquenca whint) dlftHTS fiom top wildtype timntm interferon (5 sequence 
SEQ ID NO:2 in no more than 1 5 amino acid residues and which comprises one or substitution* 
relative to SEQ ID NOJ2 selected from Ihe j^nmp eims-iKling nf: 



74. (New) ltie variant nf rtlaiui 73, whttedu the vununt sequence cumpriaca the 
HubstiluiinnH Q51T, Fl 1 IN. and III 13T. 

73. (New) The variant of claim 73, wherein the variant sequtnra furtlier unniprixeM k! 
IchxL tire niihuliliilinri rajntive to SEQ ID NtXZ selected rrom: K19R; K33R; and K45R. 

76. (New) Tlie variant ufdium 7b, wherein Lhn variant sequence comprises die 
subaliluliims K19R, K33H, IU5R, Q49N, Q51T, Fl 1 IN. and R113T. 

77. (New) ihe variant of cJaira 73, wherein the variant .sequence lin-ther nompriscs nt 
IoilsL imc HuhKLiijiKim nf h position relative to SEQ ID U02 selected from: Ml; CI 7; N80; and 
V101. 

78. (New) The variant of dram 77, wherein the variant sequence comprises the 
substitutions Cl 7S, Q49N, Q5 IT, Fl 1 IN. and Rl 13T. 

79. (New) The vurinnl nf dram 73, wh iaii a the variant sequence differs from SEQ ID 
N02 in no more than 12 amino acid residues. 

80. (New) 'I 'h« variant of claim 79. wherein the variant sequence differs from SEQ ID 
NO:2 in no more than 10 amino acid residue*. 



(u) Q49N4QS1S/T; and (b)FlllN+R113S/T. 
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81. (New) A polypeptide conjugate exhibiting interferon p activity, which conjugate 
comprises 

(a) the variant of claim 73, and 

(b) at least one non-polypeptide moiety covalently attached to the variant. 

82. (New) The conjugate of claim 81, wherein the non-polypeptide moiety is selected 
from: a polymer molecule, a sugar moiety, a lipophilic compound, and an organic derivatizing 



83. (New) The conjugate of claim 81, wherein the non-polypeptide moiety and the 
variant are directly covalently joined to one another, or are indirectly covalently joined to one 
another. 

84. (New) The conjugate of claim 82, comprising at least one sugar moiety or at least 
one polymer molecule covalently attached to the variant 

85. (New) The conjugate of claim 84, comprising at least one sugar moiety and at least 
one polymer molecule covalently attached to the variant. 

86. (New) The conjugate of claim 85, wherein the variant sequence comprises the 
substitutions Q49N, Q51T, Fl 1 IN, and Rl 13T. 

87. (New) The conjugate of claim 81 , wherein the variant sequence further comprises at 
least one substitution relative to SEQ ID NO:2 selected from: K19R; K33R; and K45R. 

88. (New) The conjugate of claim 87, wherein the variant sequence comprises the 
substitutions K19R, K33R, K45R, Q49N, Q51T, F111N, andR113T. 



agent. 
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89. (New) The conjugate of claim 81, wherein the variant sequence further comprises at 
least one substitution in a position relative to SEQ ID NO:2 selected from: Ml; C17; N80; and 
VIOL 

90. (New) The conjugate of claim 89, wherein the variant sequence comprises the 
substitutions C17S, Q49N, Q51T, Fl 1 IN, and Rl 13T. 

91. (New) The conjugate of claim 84, wherein the sugar moiety is covalently attached to 
an asparagine residue of the variant. 

92. (New) The conjugate of claim 91, wherein the sugar moiety is covalently attached to 
an asparagine residue of the variant selected from the group consisting Q49N, N80, and Fl UN. 

93. (New) The conjugate of claim 84, wherein the polymer molecule is covalently 
attached to a lysine residue of the variant 

94. (New) The conjugate of claim 84, wherein the polymer molecule is covalently 
attached to the N-terminus of the variant 

95. (New) The conjugate of claim 84, wherein the polymer molecule comprises a linear 
polyethylene glycol or a branched polyethylene glycol. 

96. (New) An isolated nucleic acid comprising a nucleotide sequence encoding the 
variant of claim 73. 

97. (New) A host cell comprising the nucleic acid of claim 96. 

98. (New) An expression vector comprising the nucleic acid of claim 96. 
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99. (New) A host cell comprising the expression vector of claim 98. 

1 00. (New) The host cell of claim 97 or 99, which host cell is a glycosylating host cell. 

101. (New) The host cell of claim 100, which glycosylating host cell is a CHO cell, a 
BHK cell, a HEK293 cell, or an SF9 cell. 

102. (New) A cell culture comprising the host cell of claim 97 or 99 and a culture 
medium. 

103. (New) The cell culture of claim 102, comprising the variant produced by expression 
of the nucleotide sequence. 

104. (New) The cell culture of claim 103, wherein the concentration of the variant is at 
least 800,000 IU/ml of medium. 

105. (New) A method of producing an interferon P polypeptide variant, the method 
comprising: 

providing a cell culture comprising the host cell of claim 97 or 99 and a culture medium; 
culmring the cell culture under conditions in which the variant is expressed; and 
recovering the variant. 

1 06. (New) The method of claim 105, wherein the host cell is a glycosylating host cell. 

107. (New) The method of claim 106, which glycosylating host cell is a CHO cell, a 
BHK cell, a HEK293 cell, or an SF9 cell. 

108. (New) A method for preparing a conjugate, the method comprising: 
providing the variant of claim 73 ; 
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contacting the variant with a non-polypeptide moiety under conditions conducive for 
conjugation; and 

recovering the conjugate. 

109. (New) A method for preparing a conjugate, the method comprising: 

providing a cell culture comprising the host cell of claim 97 or 99 and a culture medium; 
culturing the cell culture under conditions in which the variant is expressed; 
recovering the variant; 

contacting the variant with a non-polypeptide moiety under conditions conducive for 
conjugation; and 

recovering the conjugate. 

110. (New) The method of claim 109, wherein the host cell is a glycosylating host cell. 

111. (New) A composition comprising the variant of claim 73 or the conjugate of claim 
81 and a phannaceutically acceptable diluent, carrier, excipient or adjuvant. 

1 12. (New) A method for treating a mammal with a disease for which interferon p is a 
useful treatment, comprising administering to the mammal an effective amount of the 
composition of claim 111. 

113. (New) The method of claim 1 12, wherein the disease is multiple sclerosis. 

114. (New) A method for treating a mammal having circulating antibodies against 
interferon P la or lb, which method comprises administering to the mammal an effective amount 
of the composition of claim 111. 

115. The method of claim 1 12 or 1 14, wherein the mammal is a human. 
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